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OXFORD OX5 1GB, OXON, ENGLAND. 

ISSN: 0165-6147. 
DT General Review; Journal 
FS LIFE 
LA English 

REC Reference Count: 78 

AB Chronic obstructive pulmonary disease (COPD) is common and there is an 

increasing worldwide prevalence. There are no available treatments to 
prevent the progression of airflow obstruction, but greater understanding 
of the molecular and cellular mechanisms involved in COPD has identified 
many new therapeutic targets, including inf lairanatory mediators, 
proteases and adhesion molecules. In this review, Peter Barnes considers 
potential new drugs for this neglected disease. 

CC PHARMACOLOGY & PHARMACY 

STP Keywords Plus (R) : HUMAN MONONUCLEAR PHAGOCYTES; HUMAN NEUTROPHIL 
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BRONCHITIS; ALPHA- 1 -ANTITRYPSIN DEFICIENCY; METALLOPROTEINASE 
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ANSWER 22 OF 28 SCISEARCH COPYRIGHT 2003 ISI (R) 

1999 : 934630 SCISEARCH 

The Genuine Article (R) Number: 260JK 

Novel approaches and targets for treatment of chronic obstructive 
pulmonary disease 
Barnes P J (Reprint) 

UNIV LONDON IMPERIAL COLL SCI TECHNOL & MED , NATL HEART & LUNG INST SCH 

MED, DOVEHOUSE ST, LONDON SW3 6LY, ENGLAND (Reprint) 
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AMERICAN JOURNAL OF RESPIRATORY AND CRITICAL CARE MEDICINE , (NOV 19 99) 
Vol. 160, No. 5, Supp. [S] , pp. S72-S79. 

Publisher: AMER LUNG ASSOC , 1740 BROADWAY, NEW YORK, NY 10019 

ISSN: 1073-449X. 

Article; Journal 

LIFE; CLIN 

English 

Reference Count: 54 

There is a driving need to develop new and effective treatments for 
COPD. Bronchodilators are now the mainstay of symptomatic therapy and a 
new long-acting anticholinergic bronchodilator , tiotropium 
bromide, is now in advanced clinical trials as a once daily dry powder 
inhaler. Several inf lairanatory mediators are involved in the 
chronic neutrophilic inflammation that typifies COPD, including 
leukotriene B-4 and interleukin 8; for which specific receptor antagonists 
have been developed. Since the inflammatory process in COPD is 
essentially steroid resistant, new antiinflammatory treatments are needed 
Drugs that may be effective include phosphodiesterase 4 inhibitors 
NF- kappa B inhibitors, and interleukin 10. Inhibition of proteases' is 
another approach and inhibitors of neutrophil elastase, cathepsins and 
matrix metalloproteases are now in clinical development. Supply of' 
endogenous ant iproteases , such as alpha ( 1 ) -antitrypsin and secretory 
leukocyte protease inhibitors as recombinant proteins or by gene transfer 
is also being explored. In future drugs that may stimulate alveolar repair 
might be developed, including retinoid receptor agonists and hepatic 
growth factor. Future directions will include earlier detection of 
disease, gene profiling to identify which smokers are at risk of COPD, and 
the development of noninvasive surrogate markers to monitor disease 
activity in order to monitor new therapies. Identification of genes that 
confer a risk for COPD in smokers may identify novel targets for druq 
development. " 
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